In their recent Opinion article (Pitfalls of predicting complex traits from SNPs. Nature Rev. Genet. 14, 507-515 (2013)) 1 , Wray and co-authors discuss prediction of complex traits using single-nucleotide polymorphisms (SNPs). We would like to further elaborate and qualify some topics.
As . Therefore, we disagree with the statement "problems occur in the validation stage, when data are not fully independent from those in the discovery phase" (REF.
1).
We agree with Wray and co-authors that estimates of R 2 TST can be biased if the TST sample is not representative of the population in which predictions will be used. But we cannot reconcile this with the general advice of eliminating individuals in the TST sample based on predetermined thresholds for SNP-based relationships. Each prediction problem has its own level of accuracy, and proper representation may or may not involve realized relationships above such thresholds.
Wray and co-authors 1 discuss problems due to stratification in TST samples and, as practical advice, suggest including principal component covariates. One study 6 shows that inclusion of principal components as fixed effects in a G-BLUP analysis 3, 7 leads to a procedure with undesirable statistical properties. The same study 6 
